












視的検討を行った．年齢の中央値は58歳．ホルモン受容体（hormone receptor, HR）陽性 human 
epidermal growth factor receptor（HER）２陰性サブタイプが45例，HR 陽性 HER2陽性サブタイ





上が OS を悪化させる因子であり（ハザード比 [HR] が2.85， p=0.002），triple negative サブタイ

















endothelial growth factor, VEGF）に対するヒト
化モノクローナル抗体であり，VEGFに特異的
に結合することによって血管新生を抑制し，抗
腫瘍効果を発揮する．Human epidermal growth 



















































Evaluation Criteria in Solid Tumor（RECIST）
に準じて評価し，腫瘍マーカーの変動を参
考とした．検討項目は全生存期間（overall 
survival, OS），PFS，奏効率（objective response 
rate, ORR），臨床的有効率（clinical benefit rate, 
CBR）とした３）．また，有害事象は National 








サブタイプ HR陽性 HER2 陰性 45 例
Triple negative 27 例
HR陽性 HER2 陽性 ２例
HR陰性 HER2 陽性 ５例
病態 Stage Ⅳ 24 例
再発 55 例
















（complete response, CR）が２例，部分奏効（partial 
response, PR）が48例であり，ORRは63.3%で
















































PD (progressive disease) 12 例




















































図３　PS別の HER2 陰性症例における OS
黒線：PS 0 または PS 1，赤線：PS 2 以上




因子 分割 50％ OS（月） P値
サブタイプ Triple negative 9.06 0.055
Luminal 11.9
パクリタキセルの減量 なし 9.37 0.568
あり 9.43
前治療レジメン数 ０or１ 11.1 0.514
２以上 9.4
中枢神経転移 なし 10.1 0.058
あり 5.7
肝転移 なし 10.13 0.261
あり 9.23
StageⅣ /再発 StageⅣ 9.40 0.799
再発 10.13











Triple negativeサブタイプ 1.78 0.93 3.39 0.08
パクリタキセルの減量あり 0.65 0.33 1.30 0.23
前治療 2レジメン以上 1.54 0.80 2.93 0.19
中枢神経転移あり 1.75 0.77 3.94 0.18
肝転移 1.38 0.73 2.62 0.33
StageⅣ 1.32 0.66 2.64 0.43
PS 2 以上 2.78 1.42 5.42 0.002
表５　HER2 陰性症例の PFSの単変量解析結果
因子 分割 50％ PFS（月） P値
サブタイプ Triple negative 3.73 0.04
Luminal 5.57
パクリタキセルの減量 なし 6.30 0.009
あり 5.23
前治療レジメン数 ０ or １ 6.37 0.473
２以上 5.47
中枢神経転移 なし 5.60 0.023
あり 4.08
肝転移 なし 6.37 0.405
あり 5.47
StageⅣ or再発 StageⅣ 6.30 0.683
再発 5.33












Triple negativeサブタイプ 3.00 1.23 7.34 0.02
パクリタキセルの減量あり 0.36 0.16 0.78 0.01
前治療 2レジメン以上 1.17 0.57 2.43 0.66
中枢神経転移あり 4.31 1.21 15.3 0.02
肝転移あり 1.52 0.70 3.29 0.29
StageⅣ 1.32 0.64 2.69 0.45
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Utility of bevacizumab plus paclitaxel therapy for patients with  
advanced or recurrent breast cancer treated at our hospital
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Ryohei OGATA,  Yoshikazu KOIKE,  Tsunehisa NOMURA,   
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Department of Breast and Thyroid Surgery, Kawasaki Medical School
ABSTRACT   The humanized anti-vascular endothelial growth factor (VEGF) monoclonal 
antibody bevacizumab has been used to treat advanced or metastatic breast cancer since 
2011 in Japan. According to the Japanese Breast Cancer Society Clinical Practice Guidelines 
for Breast Cancer 2018, the addition of bevacizumab to first- or second-line chemotherapy 
is recommended for patients with human epidermal growth factor receptor (HER) 2-negative 
advanced or metastatic breast cancer. We investigated the clinical utility of combined 
bevacizumab and paclitaxel therapy (BP therapy) for patients with advanced or metastatic 
breast cancer at our hospital. The study subjects were 79 breast cancer patients who received 
BP therapy at our hospital between September 2011 and October 2018, and their medical 
records were retrospectively reviewed. The median age of the subjects was 58 years old. 
Their primary tumors were categorized as follows: the hormone receptor (HR)-positive, HER2-
negative subtype in 45 patients, the HR-positive, HER2-positive subtype in 2 patients, the 
HR-negative, HER2-positive subtype in 5 patients, and the HR-negative, HER2-negative (so-
called triple-negative) subtype in 27 patients. Twenty-four patients had stage IV disease and 
55 had recurrent disease. The main metastatic lesions were in bone in 45 patients, in the liver 
in 34 patients, in the lungs in 29 patients, and in pleura in 21 patients. The median number 
of previous chemotherapeutic regimens was 2 (range: 0-8). The objective response rate was 
63.3%, the median progression-free survival (PFS) time was 5.4 months, and the median overall 
survival (OS) time was 9.4 months. Multivariate analyses of predictive factors for PFS or OS 
in HER2-negative subjects revealed a performance status of 2 or higher to be a significant 
predictor of poor OS (hazard ratio [HR]=2.85, p=0.002), and the triple-negative subtype and 
metastasis to the central nervous system to be predictors of poor PFS (HR=2.44，p=0.025 for 
the former and HR=3.24，p=0.045 for the latter). Serious adverse events, such as perforation of 
the gastrointestinal tract, ulcer formation in the skin and soft tissue, fistula formation between 
the trachea and mediastinum, pulmonary abscess, intracranial hemorrhage, gastrointestinal 
bleeding, macro-hematuria, and nasal bleeding, were observed during BP therapy. Most patients 
in this study received BP therapy as greater than second-line therapy; therefore, the PFS was 
slightly shorter, but the ORR was similar to that previously reported. As serious adverse events 
were observed in more than 10% of the study subjects, physicians should pay close attention 
during BP therapy. (Accepted on October 25, 2019)
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